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SUPPLEMENTAL MATERIALS AND METHODS
Human patient samples
Mononuclear cells were isolated from bone marrow or the peripheral blood of patients using IRBapproved protocols by density-gradient centrifugation using Ficoll-Paque Plus (GE Healthcare, Waukesha, MI). Cells at the interface were removed and washed with phosphate-buffered saline (PBS).
Cell pellets was stored in −80 °C until use. All cultures were carried out in defined medium as previously referenced.
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Cell lines
K562, OCI-AML3, THP1, U937 and HL-60 cells were purchased from the American Type Culture Collection and maintained in RPMI medium supplemented with 10% FBS and 100 units of penicillin/streptomycin at 37 °C with 5% CO 2 . Cell lines were authenticated by cell morphology monitoring, growth curve analysis, and mycoplasma detection using a Mycoplasma detection kit (Roche, Germany).
Chemicals
Rapamycin, CAL-101 and AZD8055 inhibitor were purchased from Selleckchem (Houston, TX).
Antibodies
Anti-Pol I antibody was purchased from Sigma. Anti-PCNA and anti-β-actin antibodies were obtained from Santa Cruz Biotechnology. Anti-Akt, anti-p-Akt (Ser473), anti-pGSK3, anti-p70S6K and anti-pp70S6K antibodies were obtained from Cell Signaling. Anti-PI3Kδ antibody was from Calbiochem.
Immunoblotting
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Cells were washed and harvested in ice-cold PBS and subsequently lysed in buffer containing 1 mM phenylmethanesulfonylfluoride and 10 mM protease inhibitor cocktail. For immunoblotting, 30 μg of each cell lysate was separated on NuPAGE 4-12% gradient gels (Invitrogen) and immunocomplexes were visualized with enhanced chemiluminescence reagent (Thermo Scientific, Lafayette, CO).
RNA isolation and qRT-PCR
Total cellular RNA was isolated using the RNAeasy Plus mini kit (Qiagen) and cDNA was synthesized using the reverse transcription kit (Invitrogen). For qRT-PCR, reactions were performed with 5'ETS and GAPDH primers (specific primer sequences in Table S2 ). qRT-PCR was carried out on a 7900T Fast real time PCR system (Applied Biosystems) using SYBR. GAPDH RNA was used as the internal control and relative gene expression levels were calculated as delta delta CT.
Measurement of Akt activity using GSK3 as a substrate
To measure Akt activity, we determined the phosphorylation of GSK3, a known substrate of Akt, using immunoblotting with anti-p-GSK3 antibody. The level of p-GSK3 indicates the level of Akt activity in the cells.
ChIP assay
Chromatin immunoprecipitation (ChIP) was performed as described by the manufacturer (Pierce). Precleared chromatin was incubated with Pol I antibody or IgG antibody as a negative control. Inputs and immunoprecipitated DNA samples were quantified by qPCR. qPCR was carried out on a 7900T Fast real time PCR system (Applied Biosystems) using SYBR green. Primers are listed in Table S2 .
RNA labeling and analysis
The cells were incubated in phosphate-free DMEM (Gibco) supplemented with 10% FBS for 2 hours followed by one hour label with 0.5 mCi [ 
Statistical Analysis
Where indicated, results were compared using the unpaired Student t test with values obtained from at least three independent experiments. P < 0.05 was considered significant. 
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